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Applicants respectfully request an Interview with the 
Examiner and his Supervisor prior to consideration of this 
amendment caused by the filing of the RCE. The Examiner can 
contact the undersigned Attorney at (302) 934-4395 to schedule 
the Interview. 



Objection to the Specification 



The specifications stands objected to for the use of 
various trademarks without generic terminology. Applicants 
respectfully traverse this objection. 

The previous response addressed this issue by capitalizing 
every trademark and indicating terms as being trademarks. The 
Examiner has acknowledged that the trademarks are properly 
capitalized, but the Examiner asserts generic terminology is 
required. 

Applicants again assert that a skilled artisan would 
understand trademarked products within the context of the 
specification. Clearly, a skilled artisan would understand that 
SUPERDEX 75™ is chromatography material for a gel filtration 
See Page 8, second paragraph. Adding additional 
^generdjc" terminology would only increase the word count and not 
increase the understanding of the material. 
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response. Therefore, the only protein or peptides that are 
functional must have immunogenic properties. 

Ai for support in the specification, Applicants direct the 
Examiner's attention to page 4, lines 9-10 where Applicants 
recite "[t]he invention furthermore relates to a protein which 
comprises the amino acid sequence depicted in Table 6 (SEQ ID 
NO.: 30) or parts thereof." Also, example 9, on page 11, 
describes the digestion of Dvl7 with a peptidase, resulting in 
the generation of a number of protein fragments of Dvl7. Table 
1 on page 14-16 and SEQ ID NOS . : 1-7 list a number of specific 
fragments of Dvl7. Therefore, Applicants have contemplated 
"parts thereof having immunogenic properties" and more 
importantly described how to obtain such fragments. 

The objective standard for determining compliance with the 
written description requirement is, "does the description 
clearl^ allow persons of ordinary skill in the art to recognize 
that he or she invented what is claimed." In re Gosteli , 872 
F.2d 1008, 1012, 10 U.S. P. Q. 2d 1614, 1618 (Fed. Cir. 1989). 
v The siibject matter of the claim need not be described literally 
in order for the disclosure to satisfy the description 
requirement/' MPEP §2163.02. 

As stated above, Applicants must describe the present 
invention clearly to allow persons of ordinary skill in the art 
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to recognize that he or she invented what is claimed. 
Applicants believe they have met such a burden. 

Applicants, respectfully, . request withdrawal the 35 U.S.C. 
§112, first paragraph, rejection of claim 20. 



Issue qftider 35 U.S.C. §112, First Paragraph 
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aim 23 stands rejected under 35 U.S.C. §112, first 
ph, as allegedly containing subject matter outside the 
of enablement. The Examiner asserts that the 

cation is not enabling for "parts thereof" of SEQ ID NO: 



en 



aim 23 recites an isolated nucleic acid comprising SEQ ID 
or a nucleic acid that hybridizes to SEQ ID NO: 29 under 
conditions. Applicants define the term "stringent 
ons" on page 7, in the third paragraph. The defined 
t hybridization conditions of 6 x SSC, 68 °C requires 
le fragments be of considerable length and homology to 
ze to the described sequences. 

skilled artisan would not understand the limitations as 
"a nucleic acid consisting of as few as two 
ides", as suggested by the Examiner. Claim 23 as 

ted by the definitions found in the specification, 
is understandable and enabled. "Acceptability of the 
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Applicants respectfully request an Interview with the 
Examiner and his Supervisor prior to consideration of this 
amendment caused by the filing of the RCE. The Examiner can 
contact! the undersigned Attorney at (302) 934-4395 to schedule 
the Intierview, 



Objection to the Specification 



Tijie specifications stands objected to for the use of 
varioui trademarks without generic terminology. Applicants 
respectfully traverse this objection. 

The previous response addressed this issue by capitalizing 
every jtrademark and indicating terms as being trademarks- The 
Examiner has acknowledged that the trademarks are properly 
capitalized, but the Examiner asserts generic terminology is 
required. 

Applicants again assert that a skilled artisan would 
understand trademarked products within the context of the 
specification. Clearly, a skilled artisan would understand that 
SUPERDEX 75™ is chromatography material for a gel filtration 
column |. See Page 8 , second paragraph . Adding additional 
generic" terminology would only increase the word count and not 
increase the understanding of the material 
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anguage depends on whether one of ordinary skill in the 
wcjmld understand what is claimed, in light of the 
cation. " MPEP §2173. 05(b). 

skilled artisan would fully understand how to produce an 
nucleic acid that hybridizes to SEQ ID NO: 29 under 
conditions, as defined, 
icants respectfully request withdrawal of the 35 U.S.C. 
irst paragraph rejection. 
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aims 24-25 stand rejected under 35 U.S.C. §112, first 
aph as allegedly containing subject matter outside the 
of enablement. The Examiner asserts that the 

ion is not enabling for Mparts thereof' of the listed 
numbers . 

icants have amended claims 24 and 25 to recite "or 
thereof that hybridize to a sequence of the group under 
conditions • . . ." Applicants have discussed this 
at length in the previous paragraphs. Applicants have 
contemplated and described the aforementioned "parts 
f." "The test of enablement is whether one reasonably 
d in the art could make or use the invention from the 
sures in the patent coupled with information known in the 
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Issues 



art without undue experimentation/' In re Buchner , 929 F.2d 
660, 661, 18 U.S.P.Q.2d 1331, 1332 (Fed. Cir. 1991). Applicants 
assert that they have met such a burden. 

Applicants respectfully request withdrawal of the 35 U.S.C. 
§112, first paragraph rejection. 



Under 35 U.S.C. §112, Second Paragraph 



Claims 20 and 23-26 stand rejected under 35 U.S.C. §112, 
second paragraph, for being indefinite. Applicants traverse 
this rejection. 



The Examiner maintains that the term "parts thereof" is 



indef i 
"parts 



nite in claims 20 and 24-25. As explained above, the term 
thereof" is defined in the specification and examples 



describe a method to obtain such fragments. ''Acceptability of 



the cl 
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aim language depends on whether one of ordinary skill in 



the art would understand what is claimed, in light of the 
specification." MPEP §2173. 05(b). Applicants assert that a 
skilled artisan would understand the claim language as amended. 

qiaim 26 stands rejected for being indefinite in the use 
phrase] "expressing the cDNA clone obtained according to claim 24 
The Examiner bases this rejection on the rejection of 
claim 24. Applicants have provided sufficient explanation to 
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that claim 24 is definite and fully enabled; thus, logic 
s thai claim 26 is also definite and fully enabled. 

icants respectfully request withdrawal of the 35 U.S.C. 
econd paragraph rejection. 



Issue Under 35 U.S.C. §1 02 (b)/103 (a) 



Claims 17-20 and 29-31 stand rejected under 35 U.S.C. 



Parasitology Vol. 39 No. 1-2, 1991, pages 137-147, IDS-10) 



Claims 



for anticipation or, alternatively, under 35 U.S.C. 
for being obvious over de Leeuw et al (Veterinary 



17-20 and 29-31 stand rejected under 35 U.S.C. §102 (b) 



for anticipation or, alternatively, under 35 U.S.C. §103 (a) for 
being obvious over Schneider (International Journal of 
Parasitology, Vol. 22, No. 7, 1992, pages 933-938). Applicants 
respectfully submit that patentable distinctions exist between 
the cited prior art and the present invention, 



Distinctions Between the Present Invention and de Leeuw et al 



and Schneider 



Sch 



prote 
protei 



neider discloses an amino acid sequence of the Dv3-14 
, which is available as entry AAB27962, from the NCBI 
n database. Using standard sequence alignment software, a 
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homology of around 17% is revealed between Dv3-14 and Dv 17, 
which is SEQ ID No. 30 of the present application. Therefore, a 
skillec artisan would not find Dv 17 and Dv3-14 related in any 
manner . 

d€: Leeuw et al. discloses an immunogenic protein of 
Dictyocaulus viviparus with a molecular weight of 17,000 
daltons. The Examiner maintains that Applicants' claim 

limitations reasonably appear to be the identification of new 
features of a protein already known in the art. The Examiner 
acknowledged the 37 C.F.R. §1.132 Declaration by Mr. Hoffman, 
but found the declaration non-persuasive because of lack of 
factual evidence . 

To prove that distinctions actually exist between the cited 
prior art and the present invention/ Applicants submit herewith 
a Declaration by Dr. Jan Cornelissen, who is a co-author of the 
publication by de Leeuw. 

In the previously submitted Rule 132 declaration, Mr. 
Hoffman reported that, with respect to de Leeuw et al., he had 
received a personal communication from Thomas Schneider, an 
author of the cited reference, reporting that the 17kd protein 
disclosed by de Leeuw et al. and the 18kd protein disclosed by 
Schneider both react with the same monoclonal antibody. 

D::. Cornelissen describes in the attached Rule 132 
Declaration an experiment, which proves this assertion. 
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Applicants have attached to the Rule 132 Declaration two copies 
of gels showing the results of the experiments. From this 
actual evidence, Dr. Cornelissen concludes that the 17kd protein 
of de Leeuw et al. and the 18kd protein of Schneider must be 
similar proteins and, therefore, must be different from the 
presently claimed proteins because 18kd protein is different 
from the instant proteins, as stated above. 

Therefore, as Dv 17 is not related to Dv 3-14 , which is 
similar to the de Leeuw protein. A skilled artisan definitely 
would not find the present invention described within the cited 
references. More, importantly a skilled artisan would not find 
the present invention obvious from reading the cited references 
because neither reference provides motivation to alter their 
teachihgs in any manner, 



Applicants respectfully request withdrawal of the 35 U.S.C. 



§102 (b 



)/§103(a) rejections over the cited prior art, 



Conclu 



sion 



Office 
presen 
condit 



Abpl 



icants submit that every issue raised by the outstanding 
Action has been addressed and rebutted. Therefore, the 
t claims define patentable subject matter and are in 
ion for allowance. 
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Attached hereto is a marked-up version of the changes made to 
the application by this amendment. 

Should the Examiner believe that a conference would be 
helpful in advancing the prosecution of this application, he is 
invitee to telephone Applicants' Attorney at the number below. 

If necessary, the Commissioner is hereby authorized in 
this, concurrent, and future replies, to charge payment or 
credit any overpayment to Deposit Account No. 02-2334 for any 
additional fees required under 37 C.F.R. §§ 1.16 or 1.17; 
particularly, extension of time fees. 

Respectfully submitted, 



Attorn 
MWM 

Enclos 





Ma/k W. Milstead 
Registration No. 45,825 

Akzo Nobel Patent Department 

Intervet, Inc. 

P.O. Box 318 

405 State Street 

Millsboro, DE 19966 

Tel: (302) 934-4395 

Fax: (302) 934-4305 



ey Docket No. 1-6909-1919 US 



ure: Version with Markings to Show Changes Made 

37 C.F.R. §1.132 Declaration 



09/403, 0$ 2 



13 



Hpr 2G HP 1 ?: Olp 



p. 17 



IN THE 



Th 



20 



e claims have been amended as follows: 

(Amended) The immunogenic protein according to claim 
17, comprising the amino acid sequence of SEQ ID NO: 30, or [an 
immunogenic] part thereof having immunogenic properties . 



2: 

SEQ ID 
condit; 
NO:29. 



Version with Markings to Show Changes Hade 



CLAIMS: 



(Twice Amended) An isolated nucleic acid comprising 
NO:29 or a nucleic acid that hybridizes, under stringent 
ons, [with] to a nucleotide sequence according to SEQ ID 



24. (Twice Amended) A method for identifying a cDNA clone 
which comprises an isolated nucleic acid sequence according to 
claim 21, the method comprising: 

(a) obtaining a radioactively or nonradioactively labeled 
oligonucleotide molecule having a sequence selected from the 
group consisting of SEQ ID NO: 8; SEQ ID NO: 9; SEQ [I (b) D] 
ID NO:[L0; SEQ ID NO: 11; SEQ ID NO: 12; SEQ ID NO: 13; and SEQ ID 
NO: 14, or parts thereof that hybridize [with] to a sequence of 
Lhe group under stringent conditions; and 

(b) screening a cDNA library prepared from Dictyocaulus 
viviparus using the labeled oligonucleotide molecule, 
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25|. (Amended) A method for identifying a cDNA clone which 
comprises an isolated nucleic acid sequence according to claim 
21, the method comprising: 

(a) obtaining a polymerase chain reaction primer having a 
sequence selected from the group consisting of SEQ ID NO: 8; SEQ 
ID N0:9; SEQ ID NO:10; SEQ ID N0:11; SEQ ID N0:12; SEQ ID N0:13; 
and SEQ ID NO: 14, or parts thereof that hybridize [with] to a 
sequence of the group under stringent conditions; and 

(b) screening a cDNA library or RNAs prepared from 
Dictyocaulus viviparus using the primer. 
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(Amended) A method for immunizing cattle against 
caulus] Pi c tyoca ulus viviparous comprising administering 
tie in need thereof a vaccine according to claim 29. 
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Declaration und r 37 CFR § 1.132 



attorney docketno. 



Applicant: 
1 st Inventor 
aerial no. 
filed: 



examiner 
group no. 



AKZO Nobel NV 

Hofmann et al. 

09/403,092 

15* October 1999 

Zeman, RA 

1645 

03831 1/0103 



: I, Jan Comelissen declare aa follows, 



1. I have the following professional experience. Development of ELlSAs for the 
detection of antibodies directed against parasitic infections in cattle and sheep. 

2. I am the co-author of the paper by de Leeuw and Comelissen (1) that was 
mentioned by the examiner in his office action of 31 st July 2001 . In this 
publication we mention an antigenic 17 kDa protein from Oictyocaulus viviparus. 

3. I am the author and co-author of the papers by de Comelissen and de Leeuw (2) 
and by de Leeuw and Comelissen (3) in which we describe a monoclonal 
antibody named CVI-D.vtv-500.2.1.1, also referred to as Mab 2. This monoclonal 
antibody specifically recognizes the 17 KDa D. viviparus antigen described in (1). 

4. I have read and understood the paper by Prof. T. Schnieder (4), that was 
mentioned by the examiner in his office action of 31 st July 2001 . In this 
publication is described an 18 kDa protein from D. viviparus adult worms, termed 
Dv3-14 protein. The cDNA encoding this Dv3-14 was expressed as a GST fusion 
protein, referred to as DvGST3-14. 

5. Two monoclonal antibodies were tested for their ability to recognise D. viviparus 
antigens; Mab 500.2.1.1 antl D. viviparus and Mab 500.3.11 anti D. viviparus 
both recognise a specific antigen with diagnostic potential from D. viviparus as 
described by de Leeuw and Comelissen (1), and which have been characterized 
by Comelissen et al. (2), and by de Leeuw and Comelissen (3). 

These two antl D. vMparus monoclonal antibodies Mab 500.2,1 .1 and Mab 
500.3. 1.1, have been evaluated with respect to their reactivity to glutathione S- 
transf erase fusion protein (DvGST3-14) that was blotted to nitro-cellulose from a 
SDS-PAGE gel. This glutathione S-transferase fusion protein <DvGST3-14) was 
the product that has been described by Schnieder (4). 

6. The antigens blotted were crude adult D. viviparus extract the DvGST3-14 fusion 
protein with GST, and the thrombin cut fusion protein Dv3-14 produced according 
to the methodology as described by de Leeuw and Comelissen (1) and 
Schnieder (4). 



On each of the two images there is a set of three blots; one set depicts the 
results of the three blots that were produced from SDS-PAGE gels using non- 
reducing conditions (marked as; - mercaptoethanol) and the other image 
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depicts the three blots as produced from gels run under reducing conditions 
(marked as: + mercaptoethanol), thereby removing possible secondary 
structures through S-S bridges. Please note that the MWs of the protein 
bands under non-reducing conditions differ from the MWs under reducing 
conditions. 

In blot I, the 17 Kd antigen of the crude adult worm extract is recognized by 
Dictyocaulus positive bovine serum and by two Mabs anti D. viviparus 
(500.2.1.1. and 5003.1 .1.). The mab anti D. viviparus 5002.1.1 is the same 
antibody as was used directly conjugated to HRPO in a D. viviparus specific 
competition ELISA (2). 

In blot II, the fusion protein with GST (DvGST3-14) is also recognized by the 
D. viviparus positive bovine serum and by our two mab's anti D. viviparus. 
However, also the 17 kD protein without GST (Dv3-14) is visible, pointing to 
degradation of the Htsion product 

In blot 111, the thrombin cut fusion protein (Dv3-14) is detected by neither the 
bovine serum nor the Mabs. Probably because 100 times less protein of the 
thrombin cut fusion protein was applied to the gel. 

Antibodies used for the Incubation: 

A: Dictyocaulus viviparus positive bovine serum 

B: Dictyocuafus viviparus negative bovine serum 

C: Fascioia hepatica positive bovine serum 

D: No bovine serum (negative control) 

E: Mab anti D. vMparus 500.2.1.1 

F: Mab anti £>. vMparus 500. 3. 1 . 1 

G: No Mab (negative control) 



From these recognition patterns in the blots we concluded that the monoclonal 
antibodies produced against the 17 kDa antigen from D. viviparus, do specifically 
recognise the Major Sperm Protein of D. viviparus of Schnieder (4) in the fusion 
protein with GST (DvGST3-14). 

Therefore, in my professional opinion the results of the Western blots described 
above indicate that the 17 kDa antigen described by de Leeuw and Comelissen 
in (1) and the Dv3-14 antigen described by Schnieder in (4) are immunologically 
similar. 



(9. Alt statements made herein of my knowledge are true and all statements made 
on Information and befef are believed to be true; these statements are made with 
knowledge that willful false statements and the like so made are punishable by 
Fine or imprisonment or both under section 1001 of Title 18 (JSC and that such 
willful false statement may jeopardize the validity of the instant patent application 
or any patent issuing thereon. 
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